Abstract. Diabetes mellitus is known to affect drug and steroid metabolism in the rat liver. Recently it has been shown that the effect on drug metabolism is both transient and sex-dependent. This study shows that the effect of diabetes on steroid metabolism is also sex-dependent i.e. only seen in the male and the effect is always to abolish the sex differences in steroid metabolism found in the intact animals. 7\g=a\-hydroxylaseactivity, which is higher in the female, is increased by diabetes in the male whereas 6\g=b\-hydroxylase,16\g=a\-hydroxylase and 17-oxosteroid reductase, which are all higher in the male, are decreased by diabetes. This is a very similar result to that found for drug metabolism 
higher in the female, is increased by diabetes in the male whereas 6\g=b\-hydroxylase,16\g=a\-hydroxylase and 17-oxosteroid reductase, which are all higher in the male, are decreased by diabetes. This is a very similar result to that found for drug metabolism and indicates that insulin plays a role in the maintenance of sex differences in hepatic steroid metabolism in the rat as it does for drug metabolism.
Diabetes mellitus is a disorder characterised by hyperglycaemia, hyperlipidaemia, ketosis and re¬ sultant degenerative changes. The (Warren et al. 1983 ).
Steroid and drug metabolism bv the rat liver is known to be sex-dependent (Kato 1974; Gustafsson et al. 1980; Colby 1980) and the effects of diabetes mellitus have been shown also to be sexdependent with regard to drug metabolism (Dixon et al. 1961 ; Kato & Gillette 1965; . In all cases it is the enzyme activities that are higher in the male that are affected most and then onlv in the male animal. As steroid metabolism is intimately linked to drug metabolism in the rat liver bv the enzymes involved and by an apparent mutual control mechanism , it was of interest to study if the effect of STZ-induced diabetes mellitus was sex-dependent in the rat liver with regard to steroid metabolism. Nash(1953) . that the enzvme activity in the STZ-treated male is similar to that in the female i.e. STZ-treatment abolishes the sex difference in enzvme activity by moving the activity in the male towards that of the female.
Materials and Methods

Animah
The 6ß-hvdroxylase activity is significantly re¬ duced following STZ-treatment in the male and is restored to normal levels by treatment with insulin. As with the 7a-hydroxvlase, no effect is seen in the female. The 16a-hvdroxvlase activity shows a very similar pattern to the 6ß-hvdroxvlase although more pronounced. The high male activity is re¬ duced bv STZ-treatment to a level indistinguish¬ able from the female. Insulin treatment reverses the effect of the STZ and restores a control male activity.
The 17-oxosteroid reducíase activity is also re¬ duced following STZ-treatment in the male and is increased again after insulin treatment. In the female the lower 17-oxosteroid reductase activity is unaffected by STZ-treatment. As with all of the enzvmes so far discussed STZ-treatment abolishes the sex difference in activity-by altering the male to the female level of enzyme.
The 5a-reductase activity is unaffected by STZtreatment Dang et al. 1984a,b) . The effects of B-cell toxins on drug metabolism in liver have also been well studied.
There have been reports of increased metabolism of aniline in diabetic animals (Past & Cook 1982) as well as markedly decreased activity for many other substrates (Dixon et al. 1961 ; Kato & Gillette 1965; Reinkeetal. 1978) .
In this study it was shown that STZ-induced diabetes mellitus causes a change in enzyme activity which is dependent on the enzyme being studied.
The 7cx-hydroxy!ase activity is increased, the 6ß-and 16a-hvdroxvlases decreased and the 5a-reductase activity unaffected by STZ- (Gustafsson et al. 1980; ). This work gives further proof to the com¬ mon control of drug and steroid metabolism in the rat and indicates that insulin plays a role in the maintenance of sex differences in hepatic steroid metabolism in the rat.
